Representative immunofluorescence images of iPSC-derived cardiomyocytes stained for the cardiomyocyte-specific marker cTnT (red) and PLN (green) . DNA was counterstained with DAPI (blue). Three individual iPSC-R14del lines (L1, L2, L3) were differentiated. Scale bar = 20μm. cTnT: cardiac troponin T. A) Transcriptome analysis of PLN R14del iPSC-CMs infected by AAV6-EGFP-PLN miRNA versus AAV6-EGFP-luc miRNA. The scatter plot represents the absolute RNA-seq read counts. Plots corresponding to the wild-type PLN allele (blue), the R14del PLN allele (red) and EGFP (green) are indicated. B) Scatter plot representing mRNA variability (Y axis) as a function of absolute counts (X axis). Note that transcript expression variability is increased among low-count occurrences (<100 counts) suggesting intrinsic, non-significant variations due to the library generation or sequencing process. C) Proportional Venn diagram showing the degree of overlap between the 383 transcripts significantly down-regulated in PLN miRNA-treated cells and the 41 human sequences most similar to the PLN miRNA target sequence. Supplementary Table 1 . Paired-end reads were aligned to the human reference genome, followed by the identification of indels. The table shows the number of identified indels in the clones L2GC1 and L2GC2 as well as in the parental cell line (L2). The column missed labels those indels that were characterized in the parental cell line, but not in the corresponding clone, while de-novo labels indels that are found in the individual clone, but not in the parental cell line. Filtering steps were done as described in supplementary methods. Only 318 de-novo indels in L2GC1 and 1331 indels in L2GC2 are close to possible off-target TALEN binding sites, while only 3 de-novo indels in clone L2GC1 and 1 in clone L2GC2 lie between a pair of off-target TALEN binding sites.
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